The protective action of interferon inducers against nonviral infections has been described by a number of workers (2-4, 6-10, 12, 13) . Pyran, statolon, and the polyribonucleotide complex polyriboinosinic-polyribocytidylic acid (poly I: poly C), when administered prophylactically to mice, will protect against bacterial and fungal infections (2, 7, 8, 10, 13) . This nonspecific, protective activity is one of many biological activities similar to that described for endotoxin and is probably unrelated to interferon per se. Ribo The obvious potential for endotoxin contamination in a preparation obtained from E. coli led to several studies designed to examine the role,. if any, of endotoxin in the protection observed. Ouchterlony double-diffusion serological assay was used to determine the level of endotoxin in the RNA preparation. The test antiserum made against heat-killed E. coli (K38) whole cells failed to react with a suspension of SK&F 42319 at 25 mg/ml. Since the sensitivity of this antiserum to K38 endotoxin is 0.9 mg/ml, no more than 4% endotoxin can be present. Endotoxin is known to depress overnight weight gain in young mice (5) . SK&F 42319 administered ip to male CFW mice at a level of 16.5 mg/kg or greater caused a significant depression in overnight weight gain, and 66 mg/kg resulted in weight loss. A level of 99 mg/kg resulted in weight loss equivalent to 45 mg/kg of K38 endotoxin. The weight loss observed could not be attributed to endotoxin contamination since 50% of the RNA material would have to be endotoxin to account for this weight loss.
Endotoxin is known to significantly reduce hormonal induction of tryptophan oxygenase, and this phenomenon has been used as a sensitive test for endotoxin (1) . When SK&F 42319 was examined in this system, a level of 400,pg gave (2) . Endotoxin will protect mice when administered in a large dose or in three small doses prior to lethal challenge with E. coli endotoxin. Poly I: poly C fails to protect under similar test conditions (2). SK&F 42319 was examined for induction of endotoxin tolerance and was compared with poly I:poly C and E. coli endotoxin. Single high doses of test material were given ip, followed by challenge with E. coli endotoxin on day 3. Other groups were dosed on days 1, 3, and 5 with a level equal to 10% of the LD50 of the inducers, and were challenged with endotoxin on day 6 . In both experiments, 2 LD50 in saline of E. coli 0:127:B8 endotoxin was the challenge level. Tables 3 and 4 illustrate the results obtained. In both experiments, SK&F 42319 failed to induce significant tolerance to endotoxin challenge. This failure to induce tolerance to lethal challenge with E. coli endotoxin is further evidence of an endotoxin-free preparation. Pretreatment with E. coli endotoxin 0: 127:B8 offered good protection especially when optimal conditions of three prior doses were employed (Table 4) . 
